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In view of several case reports recently published, the following observations
concerning the wheal producing effect of thiamine hydrochloride should be of
interest.
Laws (1) described a case of angioneurotic oedema and widespread urticaria
following repeated inj ections of thiamine hydrochloride. In order to prove indi-
vidual sensitivity an intradermal test was made and a large urticarial wheal sur-
rounded by erythema resulted. Passive transfer gave a positive result.
Another case was reported by Schiff (2) in which a series of intramuscular inj ec-
tions of thiamine hydrochloride were given. Vomiting occurred several times
and the 57th injection was followed by collapse. Subsequent intradermal tests
gave positive reactions. Controls with the preservative used in this special
brand of thiamine hydrochloride were negative. Similar observations were
published by Styles (3). These observations are suggestive of sensitization to
thiamine hydrochloride, but in view of the following experiments it seems doubt-
ful whether the positive intradermal tests should be considered as conclusive
proof for this assumption.
Several months ago, acetyl choline was mixed with thiamine hydrochloride
and other vitamins and given intradermally in a series of patients in order to
study their influence on the wheal producing and pilomotoric effect of acetyl
choline. This latter effect was demonstrated by Rothmann (4) in experiments
on animals and human skin. No conclusive results were obtained and our ex-
periments had to be modified. The controls with thiamine hydrochloride, in
all cases, produced a histamine-like reaction; this was an unexpected observation
and the experiment was repeated in another series of patients using different
dilutions of thiamine hydrochloride.'
In subsequent experiments with thiamine hydroch'oride as a wheal produc-
ing agent and acetylcholine and histamine phosphate as controls, several in-
stances were observed where no reaction to either thiamine hydrocMoride or
acetylcholine occurred and the reaction to histamine was much less than usual.
In some cases weak reactions were noted to all three drugs, while in others all
reactions were marked.
There is no explanation for the parallel effect of all three drugs and the
marked divergence of reactions in different individuals. Further experiments
will be necessary to evaluate these findings.
'From the section of Dermatology, Department of Medicine, Royal Victoria Hospital,
Montreal, Canada.
2 Standard solution 10 mg. per cc. (British Drug House, Canada) was used.
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One-tenth cubic centimeter was given intradermally in the back. Immedi-
ately after the injection an anemic, urticarial wheal appeared, surrounded by an
irregularly shaped area of erythema; this reaction increased for approximately
six minutes. The wheal was about 1 cm. in diameter; the flare, 3 to 6 cm.
Outside the surrounding flare small erythematous, needle point to pea sized
patches occurred as far as 10 cm. from the injection. This reaction remained
stationary for about twenty minutes, then the anaemic wheal turned pinkish
and the erythema gradually subsided. After half an hour only a minute red-
ness remained at the site of injection.
One part of the commercial preparation in 10 parts of physiological saline gave
the same reactions in a reduced degree and even dilutions of 1 in 100 produced
slight reactions of the same type.
Controls with 0.5 per cent of chlorobutanol (the preservative used in this
commercial preparation) were negative. Further controls were made with
different dilutions of hydrochloric acid, the lower concentrations produced a
slight redness at the site of the inj ection only, while the higher concentrations
produced a slight necrosis at the site of the injection with a surrounding erythema
half an inch in diameter; this erythema was inflammatory in type and did not
subside for several hours. Intradermal injections of 0.1 per cent of nicotinamide
were absolutely negative in fifteen cases. One case with marked dermographia
gave pseudoreactions with all substances, including physiological saline.
DISCUSSION
Recent experiments conducted by Nitzesku (5), Brucke and Sarkander (6),
Brecht (7) and Ryer and ilarpuder (8) state that thiamine hydrochloride, in-
tensifies the effect of, or produces a reaction similar to that obtained with acetyl
choline.
It was believed that the acetyl cholinase, the ferment which destroys the
acetyl choline set free at the end organ, was inhibited by thiamine hydrochloride.
This acetyl choline-like action of thiamine hydrochloride may be the cause of
the wheal producing effect on the human skin.
SUMMARY
Thiamine hydrochloride injected intradermally in thirty patients gave a
histamine-like reaction in all cases, consisting of an urticarial wheal with a sur-
rounding erythema from 3 to 6 cm. in diameter.
Thiamine hydrochloride seems to be an obligate wheal producing substance
and, therefore, a positive intradermal test with this drug is not conclusive proof
of individual sensitivity.
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